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Review acute delal}ed neurotoricitl} studl} with pirimiphos-methl}l as part of 
data requirements to support the safety of this new pesticide am consider 
the hazards associated with the subject BUP program. 

Conclusl5!!!.: 

1. Toricologl} Branch has decided to postpone a decision on the EUP 
program am tolerance requests until the several problems raised biJ 
Residue Chemistry Branch reg:udirq tolerance J.evels am metabolites 
have been adequately resolved. 

2. ToricologiJ Branch CliiUtions that it will not be able to recommerrf in 
favor ot a tolerance of 9'reater than 20 pplll on pe.snuts because such 
levels would erceed the NOEL for cholinesterase effects. 

J. The acute delayed neurotolCiC!itl} studiJ sul::mitted with this packa9'e 
(reviewed below) has been classified as Core Supplementarl} am cannot 
be used to fulfill the data requirement. I! third studiJ will have to 
be subllitted (see remarks below). 

Remarks: 

1. The results of t:1te neurotoxicitl} studiJ revealed that hens treated 
with pir.tmiphos-met~l sb:N an initial "ataxia" that rmults in the 
inabilltl} or the hans to stazd up. This initial effec:t subsides · 
aLter up to 6 dal)s. However, durirq days 7-16 postdosirq, ataxia 
again develops althou!fh to a mild de!ilree. Histopathol0!11J revealed 
increased incidences of lesions over that normalliJ fourrf in 
controls. 

2. The testing laboratorl} asserts that althou!ilh there were difficulties 
!."1 correlatirq the neu.ft)patho.1ogical findin!1S am clinical atada, 
the results sugyest that at 51 and 102 mgjkg, pirimiphos-me~l is 
neurotoxjc (p. 12 of report).· 

J. To clarifl} the .issue, another study must be sul::mitted that includes a 
second dosirq 21 days follawirq the first dose as per tba proposed 
Guidelines p.~blished in 1978. 
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'l'he final report of the requeai:E!d stud~ must include the imividl.lill 
animal histopatholcg~ reports. 

4, l'en:fing the outcome> of the repeat stud~, a !10-da~ subchronic feeding 
stud~ with chickenr and/or other studi.• ~~~~ be r-zuired. 'l'he 
subchronic studies wi.th chickens on file with EI'A use onl~ da&es up 
to 48 ppm an:f contin•• feeding for up to 56 da~s. 'l'he doses of thi.s 
future stud~, if sventuall~ required, must be such that noticeable 
pharmacological affects ai'8 evident. 'l'he 48 pplll dose level used is 
not ver~ much different: from a NOEL for ChB in rats an:f dbgs. 

5. 'l'oxicolog~ Branch is of the opinion that neurot:oxicit~ is a 
potentia.!l~ serious hazud to man. Although the hen .ls the standard 
anilllal for testing because the rat, mouse an:f dbg are not as 
susceptible, there is a possibility tr~t the human is much more 
susceptible than the han. 'l'hus, t:ha requ.tre~~~ent: for the addit:.i.onal 
neurotoxicity studie(s) is justified, 

6, 'l'he t:eriiiB of this request: for an Experiment: Use Perm1t: srov .ide that: 
715 gal. of AC'l'ELLic."e 7E (5000 lbs-. a.i.) be used to treat 125,000 
tons (approx1mat:el~) of peanuts 1n the state of Alaba11111 {1 1000 1bs,), 
Florida (BOO lbs.), Georgia (1,600 lbs.), North carolina (200 lbs.), 
New Nex1co (200 lbs.), SOuth Carol1na (200 1bs.), 'l'exas (BOO lbs,) 
and V.trgiu1a (200 lbs.). 'l'he durat1on at this permit is limited t:o 
one ~ar. 

"I. 'l'he product to J:e used (AC'l'ELLic."e 7E) has been revi.ewed for labell1ng 
and inert:s clearance (see the momo of Fd".,ruar~ 21, 1980 concernirr;J 
PP 9G2154 b~ J. Dohert~), 

Review of stud!! 

Stud~ 'l'1tle: 'l'be acute oral toxicit~ (LD50 ) and neurotoxic Brfect:s of 
pirimiphoa-met:hyl on the domestic hen. 

Laborator~: Huntingdon Research Centre, ICI Corporation, Erqland. Study 
Date: June 20, 1980. 

Part- I- LD50 Determi.nat1on 

6 groups of 5 hens (over 12 months at age an:f of 2000-3000 gm body we1ght) 
were dosed by oral gavage w1th 0, 20, 36, 65 1 117 or 210 mgjkg of test 
material (96.7' pirim1phos-met:hy1). A p~raZlel •t of six groups was 
simi1a:rh treated an:f wu further treated with Pll./1 (50 mg/kg) am atropine 
(10 mg/kg) intrallltlscularly. Fourteen da~s wre allowad for o!lservation 
followirq 1nject:i.ons. 

An unprotected LDso of 80 (4Q-l60) mg/kg with 95' conf1dence li.m1ts 
resulted. 

A protected LDso of 102 (64-163) mg/kg with !15' confidence limits 
resulted. 

/) 
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'l'he birds tre.,ted with pirimiphOS•IIIIIth:/l "fire reported iUf beilJ] "<luiet" 
after dodrq, After day l, the tut birds were reported as bei.IJI] 
•unsteady". 'l'hi.s urwtead.iness, whi.ch wa• only repo·rted in tut bi.rds 

~ 

receivirq pirJ.miphos-methyl, is reportai ;a have subsided after the fourth 
day. 'l'he sever1 t!/ or thl! unsteady ness was to thl! extent that malJ} treated 
birds were unable to stand. Piriminhos-methyl treated birds responded in 
this manner whether or not they were co-treated with PNf and atropine. 

No histoP5thology M5S conducted on the birds survivinv the acute tDso 
tests. 

Part II - Neurotoxicity 

6 groups ot lO hens were dosed as follows: 

Group No. Compound Dose Level (mg(kg) 

l corn oil 0 
2 'l'OCP 500 
3 Pirimiphos-methyl 26x 
4 .. Slx 
5 .. l02x 
(; .. lCJ:.x 

x all birds treated with p~rimiphos-met!J;l were further tre-Ated with SO 
mg/kg PA'f and lO 1119/kg atropine intramuscularly. 

Followirq inj3cti.on, the bJ.rds were observed for 21 days prior to 
sacrifice. 

!Jesults: 

Bird Health - 'l'he birds receiving Sl or lCZ mg/kg ot pirimiphos-methyl 
were unable to stam on days l and 2 followirq administration. Recovery 
from this ini.tial toxJ.c effect is reported as occurinv by doly 7, On days 
7-17, there were frequent reports ot ataxia noted. 'l'hi.s ataxia is 
reported as not being the typical classical ataxJ.a assocJ.ated wJ.th 'l'OCP. 
An ataxia index for total observations J.s as follows: 

Group !!!!!!. 
Control 0 
'l'OCP 4.74 
26 mg/kg l,lS 
51 uq/kg 1,36 
102 mg/kg l,Sl 
102 mg/kg 1.57 

Index= total severity score (0-8)/tOtal observations for pirJ.llli.phOs­
methyl. 'l'he initial ataxia (days l-6) was not included. Ataxia for the 
TOCP groups was not noti.ced during days l-6. 

A dose dependent increase in ataxia J.s noted, 
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The hi!lhest level of this ataxia (not 1ncludirq the 1nJ.t1al response) i.s 
descri.bed as "sli!lht-incoordinati.on, occasi.onal stumblirq or wirq droppin!l 
especially after &Kertion," Unli.ke the birds treated with TOCP, there 
were no s.i!/ns of ataxia 1n the pirimiphos-metb.Jl treated bi.rds 1n tile last 
4 days of observation (days 17-21.), 

Gross PatholO!ly - Two TOCP treated bJ.rds were reported to have •general 
atrophy of muscles•, However, none of the pirimi.phos-metb.Jl treated birds 
were reported as havirq !/rOSs lesions 1n nerve or muscle tissue. 

Histopathol0!1Y - The followirq i.ndex of hist"lpatholO!lical lesions was 
determined bg Toxi.cology Branch revi.ewer, 

Group Index 

Control 1,05 
2o IJI!11k!1 1,025 
Sl 1.29 
102 1,36 
'l'OCP 3.00 

Index • total severi.':y ae lesi.ons/number ae hens exami.ned, 

These data indicate an i.ncrease i.n hi.stopatl~logical lesions in the hens 
treated with the higher doses of pirimiphos-methyl. 

Conclusi<>n: 

This test is Core Supplementary. It is e.ri.dent that so:11e kind of unusual 
ataxia not fourtt 1n controls develops, Moreover, this is I!:Upported by 
dose related increases 1n hi.stopatholQ!1ical findirqs, Although the 
results do not conclusively demonstrate a delayed neurotoxici~ response 
that is characteristic of so~~ Or!lanophosphates, thi.s is a clear case 
where a second dose should have been given after the first 21 day 
observation period, 

It is important to note the 'testing laboratory itself states that although 
there were difficulties in correlating the neuropathological findings and 
clinical ataxia, the results suggest that at 51 and 102 IJI!llkg plrimiphos­
meth9l is neurotoxic (see page 12 ae the report). 
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